irrigation with acetylcholine. In the experiments with histamine, gastrin pentapeptide, and methacholine a dose response curve for gastric acid secretion was obtained and then repeated with background PZ. In the methacholine experiments both varying PZ and background methacholine and background PZ with varying methacholine were tried. Differences between the respective curves were analysed statistically. The two curves, before and after, were always obtained on the same day. For each curve the doses were given in random order. In the feeding and antral irrigation experiments, PZ was given after a steady response had been obtained.
Acid was titrated to pH 7 using the Radiometer titrator.
In the experiments with gastrin pentapeptide, histamine, and feeding, only double-pouch animals were used. In the methacholine experiments simple gastric fistula and innervated fundic pouch animals were added.
RESULTS
The results with varying doses of methacholine with and without a background infusion of pancreozymin are shown in Table I . At every dose of methacholine the acid secretion was higher with PZ than without it, with the exception of one doublepouch animal at 4,g/min and one at 8 ,ug/min, one innervated pouch animal at 4 and 8 ,ug/min, and one simple fistula at 8 gtg/min.
In the experiments with varying PZ and background methacholine (Table II) , with only one exception (dog 3, 0.5 units PZ/min), secretion was greater with background methacholine than without, but even here in a few cases the differences were greater with low doses of PZ than with high.
The data in Tables I and II (1957) .
FEEDING In four double-pouch animals, gastric acid secretion was stimulated by feeding 100 g of meat every 30 min. In this preparation the stimulus to gastric acid can only be intestinal in origin (Fig. 1) . Under these conditions, both PZ preparations depressed secretion (Fig. 3 The evidence presented shows that both highly purified (Jorpes) and less purified (Boots) PZ depressed gastric acid secretion evoked by endogenous antral gastrin (acetylcholine in the antral pouch) by stimulating the intestinal phase of gastric secretion (feeding), by histamine, and by gastrin pentapeptide. Gastric acid secretion was stimulated by intravenous PZ when given alone. This has been recorded by Murat and White (1966) but not by Preshaw and Grossman (1965) using large single injections of PZ. In their hands the same dose, 75 units/dog, given subcutaneously stimulated gastric acid secretion. Gastric acid was greatly stimulated when pancreozymin was given with low doses of methacholine.
It is now well known that vagal stimulation (Maung Pe Thein and Schofield, 1959) and cholinergic agents in the antrum (Robertson et al, 1950) release gastrin. Pevsner and Grossman (1955) was increased during simultaneous administration with PZ is that with large doses of methacholine a significant part of the acid response may be due to release of gastrin from the antrum and it is this Li. The paired differences (before minus after PZ in each dog) were analysed and found to be significant at each dose level in the histamine experiment, and above 025 ,ug/min of the pentapeptide at the 99% level. .-. PZ 0 X.... X PZ 0.5 ,lmin have shown that acetylcholine will act directly on the fundic glands. A possible explanation, therefore, for the inhibition seen when the dose of methacholine SUMMARY In dogs with gastric fistulae and denervated fundic pouches it was found that pancreozymin and methacholine given together produced greater gastric acid secretion than the sum of their separate responses. As the dose of methacholine was increased above 2 gg/min potentiation disappeared.
Pancreozymin depressed the gastric acid response to the synthetic gastrin pentapeptide, to histamine, to the antral phase of secretion, and to the intestinal phase.
